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DETAILED ACTION 

The RCE dated 11-25-05 is acknowledged. 
Claims included in the prosecution are 16, 19-20, 35 and 42-44. 



Claim Rejections - 35 USC §103 

1 . The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed 
or described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

2. Claims 16, 19-20, 35 and 42-44 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over EP 0 850,646 of record by itself or Woodle 633 cited in the previous 
action. 

EP discloses liposome formulations containing indolocarbazole (anti-cancer agent) 
derivatives. The liposomes are made from hydrogenated phospholipids and PEG-DSPE 
(note abstract, page 4, Examples and claims). Although, EP does not explicitly state 
that the sizes of the liposomes, on page 4, the reference teaches various methods of 
preparation of liposomes, either multilamellar or unilamellar and therefore, in the 
absence of showing the criticality, it is deemed obvious to one of ordinary skill in the art 
to prepare liposomes which are either multilamellar or unilamellar and of desired sizes 
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with the expectation of obtaining the best possible results. One of ordinary skill in the 
art would be motivated to prepare liposomes of instant sizes since the references of 
Woodle show the routine practice in the art of preparing liposomes of different sizes. 

Applicant's arguments and the declaration have been fully considered, but are 
not found to be persuasive. Applicant argues that the examiner has not presented any 
line of reasoning as to why the artisan would have been motivated to so modify the EP- 
646 structure. This argument is not persuasive since as pointed out above, the 
reference is suggestive of both multilamellar and unilamellar liposomes and also 
suggestive of extrusion method so that their average particle diameter is made for e.g. 
to about 100 nm. Therefore, one of ordinary skill in the art would extrude the liposomes 
through suitable membranes to obtain liposomes having the desired diameters. The 
declaration and arguments based on the declaration have been fully considered, but are 
not found to be persuasive. First of all, the sizes claimed are 120 to 500 whereas the 
results presented were from liposomes of sizes 150 to 216 and therefore, the data is not 
commensurate with the scope of the claims. The data is also not commensurate with 
the scope of polyethylene glycol modified phospholipid' recited in the claims. Secondly, 
EP studies the encapsulation efficiencies of the liposomes over a period of time ranging 
from 0 to 24 hours and at various temperatures and determines that there is no leakage 
at all (see Table 3 on page 7). Furthermore, as pointed out before, applicant's 
conclusions are based on a single experiment. No statistical evaluation has been done 
of the samples. 
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3. Claims 16, 19-20, 35 and 42-44 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Woodle 633 or 556 or Allen (4,920,016) cited in the previous action in 
combination with EP cited above. 

As discussed in the previous action, Woodle discloses a method of preparation of 
multilamellar vesicles (MLVs) containing a drug. The liposome sizes are 160 nm. The 
drugs include both steroidal and non-steroidal anti-inflammatory agents and anticancer 
agents. The liposomes are made from either hydrogenated soy phosphatidylcholine or 
PEG-DSPE (note the abstract, Examples, Example 4 in particular and claims). 

Similarly, Woodle (556) discloses liposomes containing a drug. The liposome 
sizes are either 160 or 170 nm. The liposomes are made from either hydrogenated soy 
phosphatidylcholine or PEG-DSPE (abstract, Examples 4 and 7). 

Allen (4,920,016) discloses liposomes made from DSPC and having a diameter 
of 170 nm. The active agents include anti-tumor agents and antibiotics (abstract, 
columns 10-11, Table 1 in Example 3). 

What is lacking in Woodle 633, 556 or Allen 016 is the teaching of 
indolocarbazole derivatives as the active agent. However, it would have been obvious 
to one of ordinary skill in the art that any desired drug could be encapsulated within the 
liposomes based on the guidance provided by Woodle, especially in view of EP which 
teaches the knowledge in the art of encapsulation of this compound in the liposomes. 
One of ordinary skill in the art would expect similar encapsulation. 

Applicant's arguments have been fully considered, but are not found to be 
persuasive. Applicant argues that these primary references are all less relevant than EP 
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646 since Woodle and Allen all encapsulate insulin and GADF, which do not readily leak 
from liposomes, in contrast to the indolocarbazole derivative of the pending claims. 
These arguments are not persuasive since the references teach many other active 
agents besides insulin and GADF and applicant has not shown that these agents are 
different from instant active agent in terms of leakage. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gollamudi S. Kishore, Ph.D whose telephone number is 
(571) 272-0598. The examiner can normally be reached on 6:30 AM- 4 PM, alternate 
Friday off. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Woodward Michael can be reached on (571) 272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
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For more information about the PAIR system, see http://pair-direct.uspto.gov. 
Should you have questions on access to the Private PAIR system, contact the 
Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272- 
1000. 
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